THE long-term effects of feeding ground nut meal containing aflatoxin to rats have been described (Butler and Barnes, 1963). The lesions produced in both the early stages and the tumours were similar to those seen with other carcinogens. The main point of interest was the demonstration that aflatoxin is by far the most active hepatocareinogenic substance known.
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Of the main fractions of aflatoxin whose structures are known (Asao et al., 1963) aflatoxin B, is the most toxic to day-old ducklings (Nesbitt et al., 1962) . Although the chronic effects of aflatoxin in rats are similar to those of other hepatotoxic agents this is not the case with the acute lesion produced by single doses of aflatoxin Bil A periportal lesion develops with slow recovery so tha-t after one month very obvious changes are stiR present in the liver. It is the purpose of this paper to describe the acute effects of single doses of aflatoxin B, in rats.
METHODS
White rats, male 100 g. and female 150 g., were given single administrations of aflatoxin Bl. The crystallin toxin was dissolved in dimethylformazide (DMF) (10 mg. aflatoxin B, to I ml. DMF). The solution was given either into the stomach by a metal cannula or by intraperitoneal injection. Control animals were given a similar volume of DMF alone. The rats were fed MRC diet 41 b with water ad libitum.
Animals killed or dying were autopsied and the tissues fixed in 10 per cent formol saline or Helly's fluid. Paraffin sections prepared in the usual fashion were stained with Ehrlich's acid haematoxylin and eosin and in some cases with P.A.S., G61nbri's reticulin, Van Gieson, Feulgen and methyl green pyronin.
Frozen sections were stained with Oil Red 0 for fat.
The LD was estimated usino, the method of Weil (1952) . In each dose range groups of 4 animals were used.
RESULTS

Estimation of LD50
The LD50 of aflatoxin B, to rats is shown in Table 1 . The rats were kept for 4 weeks and those animals dying within that period were included in the groups. (Fig. 9 ). As noted in the previous groups there are a few foci of lymphocytes. The lobular pattern is somewhat distorted by the biliary proliferation and fibrosis with some small hyperplastic nodules (Fig. 10) . The parenchymal cells show a wide variation in size with many large cells with bizarre hyperchromatic nuclei (Fig. II) (Fig. 12) At the lowest dose level all the organs examined were normal. At the higher levels the haemorrhages seen in the lungs, kidneys and adrenals were more extensive.
DISCUSSION
Aflatoxin is very insoluble in aqueous solution and is only partially soluble in methanol and ethanol. Although ethanol is a suitable vehicle for dosing day-old ducklings this is not the case with rats. The volume of ethanol required to dissolve up to 2 mg. of aflatoxin is lethal to rats. The solvent selected was dimethylformamide in which aflatoxin is readily soluble at least up to 20 mg. per ml. The toxicology of dimethylforma-mide has been studied by Heath (1962) but at the dose levels used, i.e. 0.1-0.2 ml. per rat no pathological changes would be expected.
Aflatoxin B, produces a periportal zone necrosis which develops slowly over a period of hours. Only a few substances produce a periportal necrosis, for example, allyl alcohol and methylnitrosourethane (Schoental and Magee, 1962 (Farber, 1956 ) and the pyrrolizidine alkaloids (Schoental and Magee, 1959) . Similar cells also occur in rats fed aflatoxin in the diet. The nature of these cells is still uncertain. It was noticed during the feeding experiments that the large cells diminished in number after withdrawal of the toxic diet. The fate of these cells and the subsequent development of the liver lesion seen after one month is under investigation.
The continued biliary proliferation is most striking. Previously it has been reported that in the day-old duckling the extensive biliary proliferation regressed over a period of 10-14 days with rapid recovery of the parenchymal cells (Butler, 1964) . It was suggested that aflatoxin might have a direct action upon the biliary epithelium and that the proliferation was a result of this and not secondary to the loss of parenchymal cells as suggested by Abercrombie and Harkness (1951) 
